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Amendments to the Caatog: 

This lifitixQ of clamis will mplace all prior vodons and listings of dalms in the q»plication. 

1. (cmxenfly amended) A method oftreating a nitric oxide (NO) associated disorder in a 
mmmnHT, wherein the disorder is hypertension^ thmmbods, angina, atfierosclerosis, orheait 
£ulure, conqmsing adnttmstffiji^ to said ma^ 

diat exhibits selective binding affinity for a KDR receptor and induces NO production in the 
mammflli wherein the agonist conyris^ a VBGF variant having: 

a) one or more amino acid substitutions at or between residues P 1 7 to Y2 S> wherdn 
onflQrinQrBQfM18.Y21>C>22,orY2Sissabstitoited:and 

b) one or mote amino add substitutions at or between residues D63 to E67; 
wherem die bhidingafiBnlty of the agonist fbrFLT-1 leceptor is reduced as con^ared to 

the binding a£Bmty of native VEGF fbr FLT-1 receptor. 

2*7. (cancelled) 

8. (orighial} The method of daun 1 wherein s^ mammal is a hnman. 

9. (canceUecQ 

10. ^neviously presentetQ The mediod of claim 1 wherein said efiective amount of VBGP 
receptor agonist enhances nitric oxide production in said mammaL 

11-22, (cancelled) 

23. (cmrentty amended) T1iemedM>dof claim l,^(1ierem the amino acid substitution 
(ItLcon^irises D63S, 06SM» or L6(SIL 
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24. (ciareotly amended) The mefiiodofclaim 23. irfiaem die amino add substituti^ 
conqnise D63S, C6SM, and LSfiR. 

25-27. (canceUed) 

28. (currently amotded) Tbe method ofdann2?l,wlierein the amino acid sub8titiitu)n(8)s^ 
fa^ comprises one ta man of KdSE, "^mi^ Q22R, or Y25S. 

29. (currently amended) lliemediod irf^claim 2S, vklierem Qte amino add substitutions 
eomiiiise M18E, ¥211, Q22R, and Y25S. 

30. (cmrmtly amended) TlumeduidofolBim2?L^"dierein die VBGF variant ooiiq>rise8 one 
of the following comlmiations of amino add aubstitations: 

• (a) M18B,D63S,Gti5M,andL6at; 

(b) Y21L,D63S,G«5M,aDdL66R; 

(c) Q22R. D63S, G6SM. and L66R; 

(d) Y25S, D63S, G65M, and USSR; 

(e) M18B.Y21L,D63S.G6SM.andL66R: 

(f) M18E,Q2ZR.D63S,G6SM,andL66R; 

(g) Ml8E,Y2SS.D63S.G65M.andL(6R: 

(h) y2lUQ22R.I>63S.(365M.andL6tiR: 
(Q Y21L,Y25S.D63S,G65M,andL6tfR; 
0*) Q22R.Y25S.D63S.065M.BndL66Ri 

(k) M18B,Y21L»Q22R.D63S.06SM.andL6SR; 
(I) M18E.Q22R.Y2SS.D63S.G^>andL66R: 
(m) Y21LkQ22R,Y2SS,D63S,C6SM,andL66R; 
(n) M18E, Y21L» Q22R, Y25$, and D63S; 
(o) Ml8E»Y2lI,Q22R,Y25S.andG6SM; 
(p) M18E, Y21L, Q22R, Y25S, and L66R; 
(q) M18E»Y21L,Q22R,Y25S.D63S,andG«SM: 
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(r) 

(8) 

(0 



M18E» Y21U Q22R. Y2SS. D63S. and L66R; 
M18E, Y21U Q2ZR, Y25S. GtfSM. and L6tfR; or 
M18E. Y21L. Q22R, Y25S, D63S. 065M, and 



31-38. (eaaceUecO 

39. (previously presented) The m^K>d of claim 1, iKlierein NO production is sostained for 
more dliaa 24 hours, 

40« (pierviottsly presoitcd) The melhod of claim 1, ^riioein NO pxcductioii is sustained for al 
leastZdays. 

41. (currently amended) The method ofolaim44L«Ai»etn NO production is sustain 
at least 3 days. 

42. (currendy amended) The method of claim 441. wherein upiepulotion of e NOSN O 
production is sustained for at least 4 days. 
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